Context: We report herein a remarkable family in which the mother of a woman with 46,XY complete gonadal dysgenesis was found to have a 46,XY karyotype in peripheral lymphocytes, mosaicism in cultured skin fibroblasts (80% 46,XY and 20% 45,X) and a predominantly 46,XY karyotype in the ovary (93% 46,XY and 6% 45,X).
Introduction
Normal sexual differentiation in 46,XY individuals relies on a complex cascade of numerous genes, many of which have yet to be identified (1) (2) (3) (4) (5) (6) (7) (8) (9) (10) (11) . Defects in these genes can cause disorders of sexual development of varying severity. The external genitalia and Müllerian structures are typically female in women with complete 46,XY gonadal dysgenesis in association with streak gonads bilaterally. As the gonads are dysgenetic and nonfunctional, spontaneous pubertal development seldom occurs in these women (12) , and successful pregnancy is even more unusual; unassisted pregnancy is unheard of (1) . There have been a few instances of fertility in 46,XX/46,XY true hermaphrodites (13) , but no reports of fertility in a 46,XY woman.
Pregnancy in Turner Syndrome is reported to be possible in about 2% of cases (13) , though it is rare for unassisted pregnancy to occur in non- 
, the open reading frame (ORF) was found to be normal. This suggests that a mutation in a novel sex determination gene or a gene that predisposes to chromosomal mosaicism may be responsible for the phenotype in this family.
Materials and Methods

Methods
Informed written consent was obtained from the subjects. ACTH stimulation test. Cortrosyn® 0.25 mg was given intravenously, and blood was drawn at baseline and one hour after injection.
hCG stimulation test. Human Chorionic
Gonadotropin 5000 units was given intramuscularly daily for 3 days.
Hormone assays. Steroid hormone assays
were performed by standard radioimmunoassay as described (15) (16) (17) .
Karyotypic analyses. Fluorescence in situ hybridization (FISH) was performed on a paraffin section slide of the gonad using the CEP probe for Y and the chromosome X centromeric control probe (Vysis, Downer's Grove, IL).
Molecular analysis. Maternity testing was performed by using the STR kit AmpFlSTR
Profiler Plus (PE Applied Biosystems, Foster City, USA). Nine STRs were analyzed D3S1358, VWA, FGA, D8S1179, D21S11, D18S51, D5S818, D13S317, and D7S820 using thermal cycling conditions and capillary electrophoresis were performed according to the manufacturer's instructions, and products were analyzed using the ABI 3100 capillary electrophoresis instrument and GeneScan software (Applied Biosystems).
The Y chromosomes of the proband and her two parents were typed using the marker YAP (Y chromosome Alu polymorphism) as described (18) . The entire open reading frame of the sexdetermining region Y (SRY) gene was amplified and directly sequenced as described (2, 3) .
Using the polymerase chain reaction (PCR) primers (Table 1) , the open-reading frames of seven genes known to be involved in sexual development were sequenced:
The DMRT1 and DMRT3 genes were sequenced using lymphocyte DNA isolated from the patient. The conditions of amplification were:
for DMRT1 exon 1, incubation at 95°C for 5 min The open reading frame of the SF1 gene was amplified and directly sequenced using conditions described (20) . Further investigation revealed that multiple family members on the mother's side had ambiguous genitalia, infertility, or problems with sexual identity ( Figure 2 ). This led to the decision to karyotype the mother. 
Case Histories
Patient 1 (daughter
Patient 2 (mother)
.
Results
Patient 1 (daughter).
Repeat karyotype revealed:
Blood Gonadal function (Table 3) : hCG stimulation test revealed no evidence of testicular function.
Adrenal function (Table 4) 
Family History and Genetic Studies
Family History
There is a remarkable family history of ambiguous genitalia and infertility affecting both The pedigree is strongly suggestive of X-linked inheritance of the phenotype, although autosomal dominant sex-limited transmission cannot be excluded.
Genetic evaluation
Maternity was established at a probability were not identified in any of the analyzed genes.
Discussion
Although Likewise, fertility has been described in XY female horses (25) .
The fact that this mother gave birth to a 46,XY female is even more remarkable.
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